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. lltHB^P**^ ( 5 Z) — ( 9 R, 1 1 R, 1 5 R) -9-^7 P 

□ -1 5-v^7P^v;i/-1 1, 1 5-yt KP+v-3-t^-1 6, 1 
7,18. 19. 2 O-^^^Jlz-S-^PXf^i (prosteno i c 
acid) ; (5 2) - (9 R. 1 1 R. 1 5 R) —9 - ^PP — 1 5 - v<7 
Q^v^U-l 1. 1 5-vt KP^rV-3-5l-^r-9— 1 6, 17. 18. 19 

. 2 o-^>^y ;u-5-^nx^>^-r V^P t°;U3iX-r^ ; (5Z) - (9 

R. 1 1 R. 1 5R) -9--5PP-1 5-v^P^y;b-1 1, 15-vt 
KPdpv- 3 — st^-V— 1 6. 17. 18. 19. 2 0 — ^ 7 ;U- 5 - Zfn 
X-x>@t t -^fJUXfJl/ ; (5 Z) - (9 S. 1 1 R, 1 5 R) - 1 5 — > 
2 □'N^f'S/;!/— 3— 3MF-fr— 9. 11,1 5-MJt KP+v-1 6, 17, 1 
8. 19. 2 o - ^^^ ; 5 - 7PXf >H-f VT'P t>IXf^ ; (5Z 

. • * - 

) - (9 R, 11R. 1 5 S) - 9 — £ P P - 1 5 — i/<7 P^^v^U- 11. 1 

■ » 

5-vt KP4r*>-3-^-^F-9— 1 6. 17. 1.8, 19. 20-^>£y;U- 
S-^PXf^VT'Pt^IXf^; (5Z) - (9R. 1 1 R. 1 5 R) 

- 9 — 0 P P - 1 5 — v<7 P ^ Jp«>;u- 11. 15 —y t K P 3 — 

-16. 17, 18. 19. 2 0 — -/ JU— 5 — ^P^f>l7 5 K ; (5 

Z) - (9R, 11R, 1 5R) -9-7PP- 1 5 — P^^v;U— 1 1 , 
15-i/th'P^>-3-W-16, 17, 18. 19. 20-^>^V;U 
-S-T'PXf^N, N-i?/f;i/75K; (5Z)-(9R. 1 1 R. 15 

R) - 9 -On a - i 5-v7P^+v^- 11, 1 5-vt Kn + y- 3 



(3) 

+f-16, 17. 18. 19. 20-^>^ib-5-^PXf>i1-^f 
;k>^P^^H7fJk (5Z)-(9R. 1 1 R, 15R) -9-^PP 
-1 5 P^^v;U- 1 1.1 5-vt h'o4v-3-t+f-1 6, 1 7 

,18. 19. 2 o-^>^/;i/— 5 — ^'□x'r^^i — y^;uv^ o^>^;u 

/ ■ k 

4 m 

iXf^ : (5Z) - OR, 1 1 R. 1 5R) -9-^PP-1 5-y^P^ 
^rv;i/-1 1,1 5-vtKP^rV-3-W-1 6, 17, 18. 19. 2 

0 - y - 5 - T'PXf >lv^ P^>f;HXf ;U ; (5Z) - (9R 

. i • ' ■ • 

. 1 1 R, 1 5 R) — 9 — £ P □- 1 5-y^P^v;i/- 11.1 5-vt K 
P JrV- 3 -^-^r-^- 1 6. 17.18*19, 20-^/;i,-5-^PX 
J f>^2, 2-vVf;b^Pt>XXfJI/; (5Z) — (9R. 1 1 R. 1 5R 
) -9-^PP-1 5-v^7PA+v;i,-1 1, 1 5 - Vt KP *ris- 3 
■9— 16. 17, 18, 19, 2 O-^O^/^-B-^PXf >!7^7>f 
;HXf;i/ (adamantyl ester) ; (5 Z) — (9R.11R. 

1 5 R) -9--7PP- 1 5 -*s<7 P^^F-v^U- 11. 1 5-vt h*P + v-3 
-t ^t- 1 6 , 17, 18, 19, 2 o-^>^y ;u-5— ^OXf>H2, 
6 - vV V T'P f;b7 x -;H7f ; (5Z) - (9R. 1 1 R. 1 5 R) - 
9-0 p p- i P^^vJU- 1 1 , 1 5-vt h*p + y-3-t^ti- 

16, 1.7, 18, 19. 2 0-^y^-5-^PXf>i2, 6-y/f 
;i/7i-;HXf^; (5Z. 1 3E) - (9S. 1 1 R, 1 5 R) - 3 
+r-9, 11. 1 5-h'Jt KP + v-1 6- (3-^PP7x/^y) -17 
, 18, 19, 2 0-f h7y^-5, 1 3-7PX$yXy^V7P t>l 
X'X^UCprostadienoic acid i so propyl est 
er) ; (5Z) - (9R, 1 1 R, 1 5R) -9-^PP-1 5—>7P^ 
y^-1 1-t h'P + y-1 5-> h4v-3-W-1 6, 17, 18, 1 
9 ,' 2 0 - ^>$ / 5 - 7PXf >1 1 - ^f^HXf ;b ; (5Z) - (9 
R. 1 1 R, 1 5 R) - 1 5-v-7P^^rv;U-3-^-^-+r-9, 11, 15- 
h ') t KP+y- 1 6. 17. 18, 19, 2 0-^>^y;i/-5-7 , PXfy 
|g-r VZfn t°;HXt;i/ ; (5E) - (9R, 1 1R, 15R)-9-<7PP- 
15-y^D^y;i/-1 1, 15-ytKP+y-3-t^-l6, 17, 



(4) 

18. 19. 2 o y ^u- 5 -zfax^ris^k-r vzfu t°;uxxf;u ; (5 

Z) - ( 9 R. 1 1 R) - 9 —O P P- 1 5--><P □^^P->;U— 1 1 — t KP^ 

1 

V-3-*Jp+f- 1 5-^-4rV- 1 6. 17, 18. 19. 2 0-^>^^- 
5-^OXf>iter t^fJUXfJk (5Z) - (9S. 1 1 R. 15R 
) - 3 1 7 -37x— 9. 11. 1 5 - h 'J t KP^v- 1 8, 1 
9. 2 0- MJ/JU-S-^PX^r^'f V^P M )V3L7^=r )\, ; (5Z).-(9 
R. 1 1 R, 15 R) - 9 — P P- 1 5 - s s*? P^^rvVU— 1 — (v/fjl,7 
5>) -3-t^"1 6. 17, 18. 1 9,. 20-^^y^-5-^D7. 
f>-11, 1 5 -vPt"— ;U ; (5Z)-(9R. 1 1 R, 15R) 
P- 1 5 -V<7 P^^VJI/- 1 1 . 1 5-vth*P4v-3-W-1 6, 1 
7. 18. 19, 20-^>^/;i/-5-7 , OXf/-Jk OR, 1 1 R, 1 
5 R) — -9— •£? P P — 1 5 P^^-vJU- 1 1 - t KP4v-3-f7 - 1 

6, 17, 18, 19, 2 0-^^/;i — 13-^QXf>i (prosty 
noic acid) , =? $ S 3?PX h(latanoprost) (PhXA 
4 1) ; 0 P^PX-r-y — ;U (cloprostenol) -Y V^P t°JHXf 
;U ; (5 Z) - (9 S, 1 1 R, 15 R) - 1 -T± )l>7$*ris- 1 - ( tf/\*P^ 

;u^v) y^;u-9. 11. 1 5- h U t Ka+v-1 6- [ (3-^P07 
t^v] -17, 18, 19, 2 0-t- V=5J JU- 5 -T'PXfVl ; 
(5 Z) - (9 S, 1 1 R, 1 5 R) - 1 -xTJ-M^S* — 1 - ( t°/\ P -i )\,ir 

' - 

+ y) ^f;i/-9, 11, 1 5 — h 'J fc h'P+v- 16— [ (3 —0 P P "7 x — 
t+v] -17, 18, 19, 20-f h7^^-5, 13-7P^^yl 
>1£ ; (5Z) - (9R, 1 1 R, 1 5R) — 9-^PP— 1 5-v^P^^rv 
1 1 , 15-vth*P^V-16, 17. 18, 19. 20-^^yjb- 
5-^PXf^V^P t°;HXf;k (5 Z) - (9 S. 1 1 R. 15 S) 

- 1 5 -v>7 P^^v|U- 9. 11, 1 5 — HJ t h*P4v- 1 6 , 17, 18 
, 19, 20-^>^/;U-5-^PXf >i-fV^Pt%X7fJI/; (5Z, 
1 3 E) - (9 S. 11R, 15R) -9, 11, 1 5-h'Jt h*P^rV-1 6 

— (3-^PP7i/Jrv) -17. 18, 19. 20-f h7/^-5, 1.3 

* * 



(5) 

lit 1 ] 

P GF 2e / fV7 p D tfJVXTs-xJK 
fc^l/^^^PX-^y — )V (f I uprosteno I) -f V^P t°^XXf JL< 

, fTlE^PX^^^^vV^. (5Z) - (9 R.. 1 1 R. 1 5 R) P 
0-1 5-v^P^v^-1 1, 1 5-yth'D + y-3-t*^-1 6, 1 
-7. 18. 19, 2 0-^>^y;i/-5-^P7.f>il'fV^Pt%X7f;i/; 

^U^PX^fV — Jl^T V^P t°;i/XXf^b4^Hct yi^^til>, S£ 

o 

. fTlE*° 'J X h *r *sMt t V isi&tf. PEG-2~PEG-200t7 *>;S ; 
cfctfP EG- 5~P EG- 2 0 0 7kMit t "7 •=> &f£cfc UStR^tL^, © 

OQO , ; 

t*>i?fcot, fLt::t% ig/Ku ^p t°u>jb^ 7«r *^$tK>j ^p 

[fif*ii7] if^jsi (zietec^^ , px^^^>v>^ n 3 0 T'fcoT. 
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[000 1 ] 

^ bj ii N tk u ^ □ e u > ^ i = is to ^ ht^c 7K ^ □ x ^ y ^ > v >^!fei i z h -r 

* 

[0 0 0 2] 

*BJ*ffl«*T:'&ffl£*l<5K TLDPEJ I*. ^J£*°U U^^IV 
[ 0 0 O 3 ] 

■ • • 

£tz 0 ®\tLI£. EP33051 1A2 (Uenob) fcefctf E P435682A 
2 (Wheeler) &0m<DZt o ^fo^(DUfr<»f&$}\^\t.\£h>'3^t)<fo& 0 
[0 0 0 4] 

* * 

rfactant Systems, Their Chemistry, P 
harmacy, and Biology, (At t wood *o$S) , C 
h a p m a n fccfcT/H all, New York, 1 9 83, |1 1|, 
9 8-7 1 4M£^m(DZto 
[000 5] 

{§&ffl*<^*Q-efc&o #J*.l£. US4, 960, 799 (Nagy) £##(7)Z<»: 

o 

[0 0 0 6] 



(8) 

US4, 0 7 5. 3 3 3 (Josse)ll 
5>©»flHl*JlLa?ft«i^*!l*BB*LTL^*. El-SayedbJ Int. 
J . P. h a r m . , 1-3 : 303-1.2 (1 983) It talSHI^(7>££ 
&7K*/tt?US;*&£F^-r<i>o US 5. 1 8 5, 3 7 2 (Ush i ob) It 

• ■ 

[0007] 

Kmmtm 5,6 3 1. 2 8 7 ( S c h n e i d -e r ) It it^iz^mco 

?k 'j x h^r ->;nb t -7 v;4 *^t?«#se3g ^ □ x ^ y ^ > v > mm® & m^t 3 

o 

[00 0 8] 

TtT^0llffl^ffl»^ax^^^^v>^,S.ii2O(D^-efcy . c*ut 

Xa I a t an™ (7^/ ^PT, h?§;& ; U p j o h n) fccfctfR e s c u I a 
TM v^fp t^U'?/ h> (u n o p r o s t o n e) ; F u j i s a w 

a) -e&£o X a I a t a n™lt tK'JX^U> (LD P E) #§§ICl£#) b ;h,& 

»=> ■/«£ — nmmLtzZ. - c outfit 6 -an ,25 °c* -ea>M;&-T?##b T * 

Rescu I aTM^^f- % tK'JX^U> (LDPE) §S»(ZtStf> £>;h,£> 0 
[000 9] 

^fc»¥M!llftfcBI|-r-*, tK'J -^n t 0 U>#§llz|Si6^tLfc7Kt£^PX^^^> 

[0010] 

*^tffl»tft?ttffl**t*. r7Ktt^PX^y^>v>mfiJc^u it 'M< tt 
1 o<D^px^^^>^>fc«kt;^*(D7K$^t;7Ktt*ifili1fti$*i*L. : : t\ 



(9) 

[0 0 1 1 ] 

■ 

[0012] 

<7> T ^ P ?~ £ T & £ CD 1 o 

|::*HS$:M»<5 ; PGCDA- JCDvU— X^*fl-efc£„ PGIt t"M±CD^Ft& 
ftfe^(D&\z£;^^X£t>\z'Am£timZ> 0 tztiLlt. PG 1 (1 3, 14-^ 
tfrfQ) , PG2 (1 3, 1 4-te£lf5. r ^bi;i:PG3 (13. 

14-, 5, 6-fc<£tfl 7, 1 8 -^Ft&fP) -efe-Sc *1^I5, 63 1. 
2 8 7 ^#i.(D.Z.t„ ^CDfl#£tel«^*ffl»K<fcoT#%<!; LTtiffl^tL^c 
[0013] 

^.m^CDit^ : PGE^ PGE2> PGE 3 . 
[O O 1 4] 

[<b2] 

PGF 2o » PGF 3o > 

[0 0 15] 

PG D 2 fc£t>*P G I 2 'J » % fc^tflZ. <fc y*#l^£fc(£ 



(10) 

■ • 

i 5 - * =f- j^tzit i 6. 1 6-i;^^;u) „ ^friz&ty¥ttitm<om'p^&^ 

; tfrftl (#J*.l£s 13. 1 4-vt KP) -*fcl*^fifn (#J*.l£. 2. 3- 
yfth'P, 13. H-vfth'P) , ZtLli^^WfttH^'Xz^oT^ 

1 1 -ft+v, 9 -t^^pv- 9 - U» , ^po (£7cI*/\p 

-CH2OH. 1-CH207v;U) . Ztt(*^fl*J^S1433 e fcl//^^(i^ffl(7) 

Mfti4£ii3£-f£ ; t£*it\zu)-mfem amz.it* is. 19, 2o-hu^;u 

- 1 7 -7i-Jk 17, 18. 19. 20-f h^^^-l 6-7i/4v) 

wmtfitemwtf ynxzv^^zs ^ttigteofc^ t mm<o o its® £ 

[0 0 16] 

*§m a>i»s izteii z&m&tz & izmwtezr n ^om^m \z\^ 

- 

1. (5Z) - (9R. 1 1 R. 1 5 R) -9— <? □ O - 1 5— v-7P^^F 
v;U- 1 1 . 15-vth'P + i>-3-t^-16, 17, 18, 19, 20 

2. (5Z) - (9R, 1 1 R, 1 5 R) -9— P P — 1 5— isO U^%- 
isJls—ll, 1 5 -vfc KP^v— 3 -^-Jr+)-- 1 6. 17, 18. 19. 2 0 

/ ;U- 5-^PXf>i^ V 3?P tVUXf^. ; 



(11) 

3. (5Z) -(9R, 1 1 R, 1 5R) — 9->y*PP-1 5— v-y*P^^r 
vJU-11. 1 5-i?t 1 6. 17, 18, 19. 20 

4. (5Z) - OS, 1 1 R. 1 5R) -1 5-y^D^v;i,-3-t 
^r-9--9, 11. 1 5 - h 'J t KP^rV— 1 6. 17. 18. 19, 20-^> 

5. (5Z)-(9R. 11R, 1 5S) -9-^PP-1 

vil/- 1 1 , 15-vth*D+v-3-W-16, 17, 18, 19, 2 0 

6. (5Z) - (9R. 1 1 R. 1 5 R) -9-<y*PP-1 5-v^P^^r 
v;i/-1 1, 1 5-vt h*P+v-3-m-1 6, 17, 18, 19, 20 
-^y;b-5-^PZf>i75 K ; 

7. (5Z)-(9R, 11R. 15R)-9-^PP-1 5-y^P^ 
1 1 . 15-vth'P+y-3-m-16, 17, 18, 19. 2 0 

yjU- 5 -T'PXf^iN, N-v>^;i/7 5 K ; 

8. (5 Z) — (9 R, 1 1 R, 1 5 R) — 9 — £ P P— 1 5 — v<7 P^^r 
v;U— 1 1 , 1 5 - vt K'P4r*>— 3 -^-^r+l-- 1 6, 17, 18, 19, 2 0 

y ;u- 5 -^px-t->^ i — *=f-)\>^0 p^y;n7f;u ; 

9. (5 Z) — ( 9 R. 1 1 R, 15R)-9-^PP-1 5 — v£ P^^r 
v;i/- 1 1 , 1 5-vt KP+v-3-t^- 1 6. 1 7, 1 8. 19. 2 0 

V ;i/-5 - 7pxt >1 1 f ;k>^ p^>f ;nxf ; 

10. (5Z)-(9R. 11R, 15R)— 9— -y*PP-1 5 - v£ P /\ 
1 1 , 15-vtKP + v-3-W-16, 17. 18, 19, 2 

o — v* 5-^oxf>lv^ p^>f;nxf^ ; 

11. (5 Z) - (9 R, 11R, 15R)— 9— -v*PP-1 5-->^7 □ *v 
+ v;i/-1 1, 15-ytKP + ">-3-W-16, 17. 18, 19, 2 
0-^>^f J ;U- 5-^PXf>l2, 2-y7 ^;U^P tf JUXX^JU ; 

12. ( 5 Z) — ( 9 R. 11R. 1 5 R) — 9 — £ P P - 1 5 - P'v 
^rv;U-11, 1 5-vt KP + y-3-t^-1 6, 17. 18, 19, 2 



(12) 

13. (5 Z) — OR. 1 1 R. 15R) -9-^70D-1 5 P^ 
4v;i/- 1 1 , 1 5-vtKPJrv-3-t^-16, 17. 18, 19. 2 

0 7 ;U- 5 -^PXr>l2, 6 — v< V^P t^7i-JHXfil/ ; 

14. (5 Z) - (9 R, 1 1R, 1 5 R) — 9 — £ □ 1 5 P^ 
dFv/HI 1. 15-vth'D4v-3-W-16, 17. 18. 19, 2 

15. (5Z, 13E) - (9S, 1 1 R. 1 5 R) - 3 -:*^r+>— 9 . 1 

1 . 1 5- h'J t KP + V-1 6- (3-^PP7i/+v) -1 7. 18. 1 
9. 2 0-fh7/^-5, 1 3-7 , PX^vI>H'fV^Pt 5 jHXfJk 

16. (5Z) - (9R, 1 1R. 1 5R) -9--7PP-1 5 P^ 
4v^-1 1-t KP^v-1 5-y KJrv-3-t^+(-;-1 6, 17, 18, 
.19, 2 0-'<>$yjb-5 -^PX^>^ t - ^fiUXfil ; 

17. (5 Z) — (.9 R, 1 1 R, 1 5 R) - 1 5 - P iWU- 3 - 
m-9, 11, 1 5-hUt KP+V- 16, 17, 18. 19. 20-^ 

y 5 — T^PXf >i^f V3fP e^XXfib ; 

18. (5E) - (9R. 11R. 15R) - 9 - P P - 1 5 — is<7 P^ 
^rv;U-11. 1 5-vth'P + V-3-t^-1 6, 17. 18. 19, 2 

19. ( 5 Z) — (9 R, 11R)— 9— <7 P P — 1 

1 1 - t h*P + y-3-t+t-1 5-t^rV- 16,1 7, 18, 19, 2 0 
--<>^y;u— 5- ^PXf >l t e r t ^f;UXfil/ ; 

20. (5Z) - (9S, 1 1 R. 15R) -3-^-17-71-/1 
-9, 1 1 , 1 5- h'J t KP^rV- 1 8, 19. 2 0- h'J/;U-5-^PX 

f>i-fV^Pt>xxf/k 

21. (5 Z) — (9 R, 11R. 15R)-9-'7PP-1 5-*>^P^ 
*v/U- 1 - 5 S) -3-71-^-9— 1 6. 17, 18. 19, 2 0 

-^>^y;i-5-^PXf>-i 1, 15-i^^-— ;u; 

22. (5Z) - (9R, 11R, 1 5 R). — 9-7PP-1 5— :>^D^ 



(13) 

*v;i-- 1 1 , 1.5-vtKn+y-3-m-16, 17. 18, 19, 2 

0- ^>^;i/-5-^P7f7Hk 

2 3. (9R, 1 1 R, 1 5 R) - 9 P P— T 5 P'N^iWU— 1 

1- th'P+v-3-f7-1 6, 17, 18. 19. 2 0-^y;i/-1 3 

24. (PhXA41) ; • 

■ 

2 5. £ □ ^PXf^ — ;i^r V^P tfJUXX^rJU ; 

2 6. (5Z)-(9S, 11. R. 15R) -1-f*/#>-1- (t? 
/<n^( J^^-iy) ^^^-9; 11, 1 5-h'J t h'O + y^ 1 6— [ (3-<7 
□ nZP jL—)],) 7|-^rv] -17, 18, 19. 2 0-f h7/^-5-^OXf . 

27. (5 Z) - (9 S, 1 1 R. 15R) -1 -^fj})^* is- 1 - ( tf 
/\p-r;U3j"^rv) ^^;U-9. 11. 1 5- h'j t KP^rV- 1 6- [ (3-^7 

t^>]-17, 18, 19. 20-f h7/^-5, 13-^ 
P X yl >|£ ; 

28. (5Z)-(9R, 1 1 R, 1 5 R) -9-7PP- 1 
^rv;U-11. 15-Vt KP^TV— 1 6. 1-7, 18, 19. 20-^>V 

5 -7pxf>i'f y t'p t°;nxf ; 

29. (5Z) - (9S, 1 1 R, 1 5S) -1 5-V-7 P^^Fi>;U- 9 , 
11, 1 5-hUth*P4v-1 6, 17, 18, 19, 2 0-^<>^y;U-5 

* ■ 

-^PXf^VT'P^l/XXfJI/; 

30. (5Z, 13E) - (9S, 1 1R, 15 R) -9, 11, 1 5 - h 
U t KP+v- 1 6- (3-^P'0 7iy+v) - 1 7. 18, 19, 20-f 
h^y;U-5, 13-^PX$vl>|75K; 

■ 

[0017] 

[lb 3] 

31. PGF 2B -TV7°DtfJHXfiH 

[0 0 1 8] 
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32. 7;i/^pxt ^ -M v t°jnxf 

[0 0 19] 
[0020] 

[002 1] 

v;4 (^IJ^liP EG-2-P EG-2 0 0 tV->;tt<t LT^^^tL-S^CO. & £> 
U'CIP EG-5-P EG-2 0 0 7kHHb fc V <h Lt^i £*L<i>£<D) j&<3£lf 

■ 

£>*l£o CCDcfco^fTK'JX h^Fv;Mbf7->^|Zl±. A I kamu I s 
}H) tLTRh o n e - Poulenc (Cranbury, New Jer 
s e y ) ICcfeoT^it^^X-StCDs C r emo p h o r t LT B A 

SF(Parsippany, New Jersey) IwJ: oT^ja^^X-i) t 
<7)s fccfctfN i kko l?7>KtUNi kko Chemical Co. 

Ltd. (Tokyo, Japan) l^ckotijl^tL^tfl), A^'f If b 
tl&o LI^tK'JX K^rV'JMbtViWfil*, PEG-1 5~PEG-50t7 

LT#3I£*l& tCO. fc<fcl>*cfc y L < l£PEG-3 0~PEG-3 5 
t7 v;fiT?fe^ 0 C r e m o p h o r (gltiS}^) E L fc&XfA I k a m u I s 
(MAifll) E L — 6 2 0 <t L T CI *l£>£>*° 'J X H4v;Mbt7v;tt^f 



(15) 

G-25-PEG-5 5 7KHHfctVv;ft<!: LT#!iI£*X& *,0)X*fo& 0 
Ll^/K'JX r-^rvJMbTKf^lbtV Nikkol HCO-4 0©«k?ft 

P EG— 4 07Ki^t7yjfttfe^ o 
[0 0 2 2] 

.*mm<Dfr&1&tfiWZ. ^SlCJSCTffilOfll^jac^ (formulatory 
ingredient) (^J*.!*; $jt®&#£lk 3§14£"J (tonicity 
a gent) „ fc«fctflBHB>ft) £#fc„ ^ < <7)C(Dci: 3 ^^^A<^T: fc^ 

'J^A. V;H=>^, Po I yquad (Sftffiffi) feci: ^m*lw^m# i^lZM 

saomomMo ^<D&?ti:ui¥mt. it ^mmi^i^o. 001 

ifbti^o d<pJ:5£:aifPJlt &J0. 1I1%^10, OS 

[0023] 

omimet i c) /K 'J V — fc«fc lWHb^$t2I (#]*Jt US 4. 8 6 1, 7 
6 0 (M a z u e I »=>) ; US4, 9 1 1, 9 2 0 (Jan i b) % tS&tffs) — 
A\zm : &£tltzU Sm-^O 8/ 1 0 8, 8 24 (La n gb) "^l-fSiZll cF tifc t 

* 

[0 0 2 4] 



(16) 

aiifetemmmf&vnit. 3. 5-8. oomop Hte&zsi s-ntr^j^fotzy 2 6 

Ofrt> 3 2 O = 'J^-X^U (mOsm/kg) roFsKDjSSIESi^uilJg^ 
[0 0 2 5] 

y 1 ~3@(DJ^mffl*a>*:^l::+#&&tema>*£#^ 

ml_-fc<i;tf1 5mL-^YX0)e^flfb*ll>. y^vt^^^-y^^U ^' 

*a> «fc y * tt y a L rftf&m -e fc y » -t l r *t n a> t*>iiRff^ e > * y t 

[0 0 2 6] 

rfi £ ti -5 z t tfMM £ H -I) o 

[0 0 2 7] 

(flk^A~G(DSI» : ) 
&T<Z)lt»lJ 1 ~7 ICfcl^T*£;h,<5>*&75!fe|A~G£. J2TF© «fc 5 IZsStS Lfc 

EDTA, ^^□-^Afc.kl/Cremophor (Sfilfiffi) E 

L^fziiH co- 4 ocDi^frfrZ^ 'XOf&ftn^lJQmizffinj&ftcDmMtf^T 

■t&kolZLXm^Wil^TmtiULtzo %.\Z S :©»pH^ NaOHfccfctN* 



(17) 



[0 0 2 8] 

tltzmfeZfi&WmmLtz (0. 2jum7<^-) o 
[0 02 9], 

(ili i ) 



[0 0 3 0] 



3 2 



0 . 0 0 1+5 °/6igfIJ 



Cremophor ( 

hoy ^ 5 > 



*0 



i — ;u 

E D T A—j- h 'J 

N a O Hfc,fc7j:/^7c(iH C I 



H, 7K 



1) E L 



0. 5 
0.12 
O. 3 
4. 6 
O. 0 1 



0 . 0 1+5 %&ffl 
pH7. 4lC-T^^-e(D* 

1 o o%iz-$-%3z-e<Dm. 



TO-II LfriMLD P E. LfcM L D P E „ ilW-IlL 

tz^mw ldp Efccfei/E To-it lYct^ vzo^vo-tf 1 ) -Ju t= U>tf> 

t°U>t*>l±. Re x e n e y £ ^ 'V 0 ?K 'J ^ □ t° U > ( H u n t sm 



an Chemical, 



Inc. 



Odessa, TX) fr»MtS£*L 
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(zomit. 5mL^ x<DM§' a tnE.ftm-?&mmmiziz&fiim-?z>) 0 afci* 

>Zf)\,$:5 5 0 C(7>&*g«£(*>lzm#U f LtH P LCM©t:ftl:, 7F£*l,7rB# 
^IC^yaiLfco ^^A4'CD^PX^^7>V>(7)^^14^ > De I t a-P 
a k™C- 1 8 ZflsJ3^M<\Z&MLtz. De I t a -P a k™C- 1 ( 
150x4. 6mm). 5 V m< 1 0 0 A <S> . ^£)IBH P L C^Ji^fsg 

fflLri¥jffiLfc 0 mmmmmmt. (70 : 30) mm^izzfn 

[003 1 ] 

^KffiA : 1 -t^^^^^th'J^A^ (1 OOmM) ; 

p H = 3. 7 

&W)1®B : T-tZ h- h U^/.*^— ;U ( 1 O : 1 ) 
;±A&« : 1 O O V L 
: 2 2 O nm 

Tb^A^Jt: 2 5°C 

1 . 6 m L 

mttftm (ft) ^l&*lA;jfo$ (ml_/#) =glJ]tBB;jfo$ (ml_/^) 

0 0 . 9 4 0 . 6 6 

1 O. 9 4 0. 6 6 
35 0.94 0.66 
40 0.16 1.44 
45 0.94 0. 66 
50 0.94. 0.66 

[0 0 3 2] 



mi 
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^ 1 



lit) 




(55"C) 












C > 




1 

km 


100.0 


100.0 


100.0 


100.0 


• 

100.0 


2 


99.5 


96.1 


. 9t.4 


92.0 


102.2 


« 


94.6 


93.5 


« 

86.6 


88.6 


100.0 


B 


96.3 


93.2 


80.6 


82.8 


101.0 




(.) 2.7% 


<-) 6.8V. 


(-) 19.4% 


(-)17.2% 


(+)1.0% 



[003 3] 
[0 0 3 4] 

B 

fb^*jB## 3 2 0.00 1 + 5 



Cr emopho r (^fSB 


Iff) EL . 


0. 


1 


h □ ^ ^ S > 




0. 


1 2 






0. 


3 






4. 


6 


EDTAZfhU^A 




0. 


0 1 
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NaOHfcJ:i;/ff:l±HC I pH7. 4 \Z-?&-£-Z:(Dm 

* 

[003 5] 

[^2] 



^ 2 







) 


H ware 




( ft xi tit) 






1 00.0 


100.0 


100.0 


1O0.O 


100.0 


2 ' 


97.2 


96.2 


89.4 


88.4 


96.3 


4 


96.5 


94.5 


84.6 


82.9 


97.3 


8 


96.8 


92.7 


79.2 


77.9 


97.0 


% 

km) 


(-) 3.2% 


(-) 7.3% 
\ 


(•) 20.8% 


(-) 22.1% 


3.0% 



[003 6] 

(Hi^i 3 ) 

[0 0 3 7] 



(21) 

C 

ftft1MW3 2 0. 00 3 

HCO-4 0 0.5 

5> 0.12 

0. 3 

I )\, 4. 6 

EDTAZth'J^ 0. 0 1 

^b'Olf^m — ^7A 0. 015 

. N a O H fcck H C I - p H 6 . 0 IZ 

^8bK 1 o o%ic-r^^-ecDa 

' • 3msw v > v ■* $ o =f- v o ?h 'j ^ □ t° u > tf > . e t o - mm > > v $ ^ ^ 

» * 

^<7tK'J :7Pfc° U>tf>fc e fcl>*7>f V £ ^ -=f- y £ tK g Z?U t°U> (R e x e n e 
t'>|5mL0)MIMiC«L, ^^-e. 5 5 9 C0^^*|CS#L, t 

* ■ 

^^tKU Zfu tfU>tf>£. FINA 3 7 2 1WZv>vt^^f 
^^^ 0| J^Pt°l/> (F 1 NA Oil and Chemical Co. , 

Dallas. TX) A^fEM Lfr 0 Z<DiI^t£tf>^£ JilTCD^ 3 
4 IC7F-T o a 3 li. ^-Sl^ E T O -mW<D v > £ <7 ^ >y ^7 tH U ^ □ tf U 
>e>*CD^#|CC7)jS^-tt^J:bg£^-^„ I4lt ^-»7-r 

/Kg t°u>t*>fccki/i>>v^^^^«>^7tv 0 g :/p t°u>t*>^(D^^c 

[0 0 3 8] 

[S3] 
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* 

# 


(55°C) 




>>yz9^7 




100.0 


100.0 


2 


98.6 


99.5 


* 

4 


97.8 


98.7 




(-) 2.2% 

■ 


(.) 1.3% 



[0 0 3 9] 

C«4] 



(23) 





(55°C) 


jV/yTf*/. 
• 71? 77* wt°l^> 


/ j l -Ay-tit ~\ 


ton ■ 


100.0 

4 


100.0 


2 


100.5 


98.4 


4 


99.8 


96.4 


8 


98.0 


97.2 




(-) 2.0% 


(-) 2.8% 



[0 0 4 0] 
[004 1 ] 



73 



Cremopho r (^HSjUj^ii) E L 
T >— h— ;U 



M^#3 (w/v%) 
D 

O. O 1 2 + 5%ilflJ 



0. 5 
0. 0 7 
4. 3 
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E D T A—-t h 'J OA 0.1 

^-fb^>-»f;u=i— OA O. 0 1 + 5%i&flJ 

NaOHfcJ:i;/ffcliHC I pH5. 0\zT& r £V<DM. 



TO-aiLDPE, fccfcl/ETO-MMTf V^^^^^tK'J ^Pt°U>t": 



[0 0 4 2] 

L>-e. HP L Cft%t(DtzlSblZ^ .m^tltz^mi^^) ft Ltz B C<Dif£\ S p h e 
r i s o r b (^H^^) 1 0 O D S (2) 3t^^fflL^. Phenomene 
x 1 5 0 x 4. 6 mm HP LC*7AOTLt, HP L Cir — £ £fEfi£ Ltz a 
3£fttSI*> &J8. 5<7) p HlCpijJLfcv 560mL^7i-h^b440mL 
T-tZ h- h U^-efeofco SSli1mL/^fcy, itUli200nmUVT?fc 
J E-LT;±A*I±2 Omc LTrfeofco CCDjl^ttCDgS^gl 1 Ic^-To 
[0 0 4 3] , 

(H»IJ 5 ) 
[0044] 



-fb-&^#-^- 2 O. 012 + 5 IJ 

Cremophor (g^jSMl) EL .1. 5 

im-^ h'JOA <H7K?D83) 0. 07 

v > - h— ;b 4. 3 

EDTAZfh'J^A 0.1 

&/(b'<>-*f;H3=.OA o. 0 1+5%i§fi] 

N a O H fccfctf/^fcliH C I pH5. 0 I - <£ i; CD il 



(25) 

i|f§g7K 1 O 0%l^-r<g>£T?<D 

□ fc°U> 6 5°Ct:'|ffiBLfco ^<Z>$£m£HI 2 IC^To 

[004 5] 
(H»l]6) 

[0046] 



"fb-^-!fel#-§-2 0. 0 12 + 5%igflJ 

Cr emopho r (g^j^lf) EL 2 . O 

mk-T h 'J OA (H7KfP^) O. 0 7 

"7 >— h— ;U 4. 3 

E DTAIt h U OA 0.1 

^-fk^->-»f ;u=i— OA O. O 1 + 5 

NaOHfc«t:t;/tf:liHC I pH5. O (^-5 

ftilbk 1 o o%iz-r 

^ f * 0> n x £ ^ > v > a> £^t± £ * diz-d i^xmmm 4 v ie 

i&Lfc^JIIII^oT. iM^^X, LDPE, fcck^T-f V^f '^^'J ^ 
[0 0 4 7] 

(HS£0»J7) . 

[0 0 4 8] 

m y A (w/v°/o) 



it-gtym^ 2 0.012 + 5 %ilf)J 
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C r e m o p h o r E L 



1 . 



0 



O. 0 7 



•7 >~ | — ;u 



4. 



3 



E D T A—j~ h 'J 



O. 



o . 01+5 %mm 



N a O Hfc<fctf//£7=liH C I 



pH5. oic-r^^-eo) 



i o o%l:tlitT^i 



^Lfc¥IIIIwfi£or. jgBJ&stf^X. LDPE. fc e fcl>*7-< V^^^/K'J ^ 

□ eu>t*^t'6 5°C.-t;-IffiiLfco d0>$^£IH4IC;F-f o 
[0 0 4 9] 

Hli, JziecDiei&l^ o Xylite < . ^#(D4$mt JftomffllzJ: ^XtH£*iZ> 0 
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